. MALDI-TOF spectra of 9-Tb 3+ or 9-Eu 3+ labeled ERα. (Sample for MALDI-TOF were taken directly from the NTA-bead at the end of labeling process.)
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Chemical Synthesis
2-Chloro-4-methyl-7-aminoqunoline
A mixture of Cs124 (1.74 g, 10 mmol) and POCl 3 (10 ml) was refluxed until [2- (2-chloro-4-methyl-quinoline-7-yl) 
]-carbamic acid t-butyl ester (2)
To the solution of amino quinoline compound (1.00 g, 5.21 mmol) in pyridine (10 ml) was added diBoc anhydride (1.20 g, 5.50 mmol). After stirring for 1 hr at rt, solvent was evaporated under reduced pressure to produce the desired product as yellowish solid (1.50 g, 100%).
Mp 73-74 °C; 1 H NMR (400 MHz, CDCl 3 ) δ 1.52 (s, 9H), 2.61 (s, 3H), 6.90-7.05
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68. 45, 69.84, 70.79, 98.95, 103.33, 114.69, 116.62, 118.16, 126.64, 134.35, 139.53, 153.39, 158.34, 159.81, 160.88, 170.75, 172.29 7, 4, 4, Amine-TFA salt 6 (2 mg, 3.8 µmol) was dissolved in anhydrous DMSO (0.5 ml).
To this was added DTPA di-anhydride (4.1 mg, 11.4 µmol) and heated up to 60 o C. After stirring overnight, the reaction mixture was added dropwise to ethyl acetate (30 ml). The precipitate that formed was collected by filtration and then was suspended in water to remove the excess, unreacted DTPA that remained.
After the water layer was decanted, the residue was dissolved into pH 7.0 NaHCO 3 water and loaded on a Sep-Pak C-18 Vac 6cc Cartridges (packed with 1 g C-18 silica gel in 6 cc syringe, Waters Co.) that had been preactivated with acetonitrile and washed again with water. The first elution with water gave additional DTPA. The second elution with 10% MeOH-water afforded, after evaporation of eluant, 2.1 mg hygroscopic powder. This reaction was also scaled up to 500 mg of 6 and 1.0 g of DTPA anhydride. Product (211 mg) was collected using C-18 reversed phase column chromatography (1.5 x 10 cm) with the 10% MeOH-water eluant.
Mp 111-112.5 °C ; 1 H NMR (500 MHz, D 2 O) δ 2.12 (t, 2H, J = 8.0 Hz), 2.44 (s, 3H), 3.14 (t, 2H, J = 6.5 Hz), 3.15 (t, 2H, J = 5.0 Hz), 3.19, 3.27, and 3.32 (broad t, 6H), 3.38 (t, 2H, J = 6.5 Hz), 3.48 and 3.54 (broad t, 4H), 3.65 (s, 4H), 87, 19.10, 34.49, 34.75, 39.13, 50.63, 51.87, 52.14, 54.68, 56.30, 57.44, 58.39, 58.90, 68.15, 69.00, 69.93, 108.47, 108.86, 119.40, 120.56, 126.31, Supplementary Material (ESI) for Chemical Communications This journal is (c) The Royal Society of Chemistry 2008 134.34, 138.23, 141.23, 157.92, 160.63, 168.39, 170.47, 172.32, 172.49, 173.05, 173.49 To the DTPA derivatized quinoline 7 (1.5 mg, 1.9 µmol) in pH 7.0 0.5 M ammonium acetate buffer (0.3 ml) was added 2 ml (either 1 mM terbium(III) chloride hexahydrate or 1 mM europium(III) chloride hexahydrate). The reaction mixture was stirred for 4 hr at rt. The methanol was evaporated by rotary evaporatoration. Lyophilization of the residue afforded off-white powders that were used without further purification. Free DTPA was not detected by the mass spectrometric determination using ESI. 
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